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_DEPARTMENT OF HEALTH AND-
HUMAN SERVICES B

Food and Drug Administration
- 21 CFRPart 328
[Docket Np. 93N-0107]
Over-the-Counter Drdg Products

intended for Oral Ingestion that.
Contain Alcohol

- AGENCY: Food-and Drug Adrﬂinistraﬁon,
HHS. : S
ACTION: Final rule.

SUMMARY: The Food-and-Drug

~ Administratien (FDA} is issuing
rule establishing a maximurm
concentration Hmit for alcohol-(ethyl

. alcohol) as an inactive ingredient in

_ over-the-counter (OTC]) drug products
intended for oral ingestion: {0.5 percent
alcohol for children under 6 years of
age, 5 percent a cohol for children s to
under 12 ‘vears of age, and 10 percent

_ alcohiol for anyone 12 years of age and
over). This final rule also-requires that
_the alcohol content be- stated
-prominently and conspicuously-on the
principal display {front} panel of
product labeling. FDA is issuing this
final rule after considering
recommendations from its
Nenprescription Dfugs Advisory
Committee (NDAC) and public

_ comments drithe agency’s notice‘of
propesed rulemaking, This final rule
defers action on alcohol limits for
fAi',dmaiic'Caséafaé%F[ui&ex!réct;‘Ca'scaré :

afmai -

. ingested:OTC ‘homeopathic drug
products. ]
EFFECTIVE DATE: March 13,1996.

FOR FURTHER INFORMATION CONTACT: .
William E. Gilbertson, Center for Drug |

. Evaluationand Rese ch (HFD-810},
Food and Drug Administration, 5608
Fishers Lane, Rockville, MD 20857,
301-594-5000.. e -

SUPPLEMENTARY INFORMATION: In the
Federal Register of October 21, 1663 {58
ER 54466), the agency proposed :

- maximum.concentration limits for
. . alcohotasaminactive ingredient in OTC -~
. drug products intended for.oral :

ingestion. The proposed limits were 0.5
- percent alcohol for children-under.6

- -years of age, 5. percent aleohol for
_children 6 to under 12 years-of-age, and
. 10 percent alcobol for anyone 12-years

- of age and over.In addition, the agency

the alcohol content be
stated prominently and conspicuously” -

. on the-principal display {front} panel of
product labeling, and that the labeling

term “‘alcohol-free” mean that the

- _product contains no alcohol-at all.

- comments are on public display

- decision when purchasin

_ entirely. One comment,
.. manufacturer of nonalcoholic OTC drug
. products, suggested that the agency

. ghall use; within
- hecoming kirow, any: al
+v séchnology commercially available at

- pnnecessary to cadily its pelicy of
_“gncouragement,” as sugge
_comment. The agency’s statements 31

.voluntary pregram proposed by the

“These p’ropb*s'als were based oit NDAC’s

recommendations. ,

In response to the proposal, seven
drug manufacturers, four professiosal
organizations, four drug manufacturers
associations, and two consuners
submitted comments. Copies ofthe
in the
Dockets Management,Branch (HF A
305), Food and Drug Administration,
1. 1-23, 12420 Parklawn Dr.,
Roekville, MD 20857.

I. The Agency’s Conclusions on the
Comments

‘A. Genéral Comments

1. Several comments expressed their
support for the alcohol content
limitations proposed by the agency and.
placement of the alcohot content on the .
front (principal) display panel. The
comments stated that prominent and
conspicuous labeling will enhance and
guide the public.in making an informed
products.

2. Two comments urged FDA and
industry to find alternatives to alcohol
so that eventually alcohol can be
eliminated from OTC drug products
from a

‘codify its policy of encouragement of
for pharmaceutical purposes- The
comment stated that this could be done
by amending proposed § 328.10 to

_ include new paragraph (f) as follows:

. {f) Any manufacturer of OTC drug products

reasonable time of it
formulary technigue oF

sdoption of this rule or which may later
become availatile and would optimally
reduce of eliminate the use of alcohot in'its
€©TC product(s). . . -
The agency appreciates the
comments’ concerns and strongly

. encourages the further development of
safe alternatives to alcohol. However,

e agency believes that it is

sted by one

the preamble to the proposal and the
agency’s action in implememting aloshol -

.concentration lmits adequately reflect =
-the agency

’s policy to reduce the
amount of alcohel in OTC drug -
products. -

~3. One comment requested that FDA - -
adopta timetable. for implement‘ati@n'oi
the new alcohel.content limitationsfor:
orally ingested OTC drug products ibat
is consistent with the timetable in the

Nonprescription Drugs Manufactarers
Association (NDMA). That program

* _calls for NDMA member companies

_beyond the

 .novel
the lowest amount of alcohol necessary .

with affected products todmplement the
new limitations “as soonas
racticable.” The goal for reformulating .
and labeling the 5- and 10-percent
alcohol limitations was November 1993,
The goal for reformulating and labeling
of alcohol-free OTC drug products was

" Decernber 1994, Both dates were for
factory shipment of reformulated
-products. ' )

The agency stated in its proposed rule
{58 FR 54466} that the final rule would
pecome-effective 12 months after the
date of its publication in the Federal
Register. Thus, the effective date for
implementing this final rule will go
December 1994 date
proposed by NDMA to complete the
implementation of its voluntary

program and should present no

‘problems timewise 10 NDMA member

companies. . :

4. One comment confended that the
alcohol content regulation should =
pertain solely to orally ingested- -
products covered by OTC drug
monographs. The comment stated that -
OTC drug monographs represent a menu
of ingredients that represent an -
essentially known set of products.from
a formulation standpoint, while OTC

-drug products under new drug

ations (NDA’s) usually represent
OTC formulations that may :
require special considerations regarding

roduct specifications. The comment
added that formulatory flexibility s
especially needed in the future for
pre?stxiption-to-OTC switch products
under'NDA’s.

" The agency disagrees with the
comment. The intent of the regulation is -
to limit the alcohol content of ali OTC
drug products intended for oral .
ingestion;regardless whether marketed -
under an OTC drug monograph(s) or an
NDA (which also includes dbbreviated
applications). The regulation provides
an exemption procedurein §328.10(e}.

applic

- Appropriate cause, such as a specific :
“solubility or manufacturing problem,
. must be adequately documented. This

-procedure applies equally to products

. marketed underan OTC drug
- monograph(s} or

an NDA. Therefore, the
ageney findsno basis to limit the B
regulation solely to products covered by
OTC drug monographs. o

5. One comment asserted that the
proposed rule should be withdrawn -
because there are no data to supporta
10-percent alcohol limit for orally
ingested OTC drug products intended - -

_ -for adults: The comment contended that
. ‘the $0-percent
. concentration

maximum alcohol -

for adults was based
solely on scientific opinion, but without
scientific data to support the opinion.

- The comment argued that requiring
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manufacturers tosap OTE drug products for their aleobiol 9. One Somment regmested that the.
exemption to exceed the, 18-percent content or prevent young-childven and -ageney have NDAC review the safety of
alcaliol content limit is wnwarranted adolescents fmm«mgesti@g; undesivable - synthetie alcohels {; yeols) as a phase I
because the: agency hasnet shown thay levsls of alcehol from n, mal doses of followup te i initial “alcohel™ wagk.
such products, are-dangerous, alcohel-containing OTE drug products, . The 8ency notes that the cemmeng
he agency disagrees with the Because prevention of accidental offered no data or reasens-to: suppeort its
comment. A& munber of safoty issues overdose in children is nog the primary Tfequest. The ageney is not aware-of any

related to:higher aloahol. comcenirations.  purpoge of this regulation, the: ageney is turrent safety problems surraunding the
were discussed at the NDAC meeting finalizing the regulation 35 propesed.  use of glycols as inactive ingredients, fn

held on December 17, 1992. NDAC - The agency discussed the issue of CR  QTC drug products thay waould warranty
diseussed development of lacti * Packaging in the OTC, couglt-cald review at this time, :
acidosis (with hypmg}gcemiamcunmgg ‘combinations tentative. final monograph Comments on Takom . g, e
in some people) in acute aleoho] (53 FR 30522 at 30527, August 12, T g i;’m;“?ﬁ ' éff@gf}?{f?fﬁ%g :
intoxi‘eaﬁen,.sensiﬁivi\ty and tolerance to  1988), and. stated thas the authority to t}jot gC;t AL 2 1,"?3 }r‘ﬁ}r rat ingestion:
alcohol, cutaneous vasodilation, require CR Packaging rests with. the o Lontain Alcokol v o

- withdrawal syndrome, fota]. alcohol - CPSCynder the Peisan Preventien. =~ 10, TWOFCOH"JHEMS:QM’?LCM to.the

syndrome; interaction with drugs, ate, Packaging Act of 1970, Fpa is aware, Tequirément in propose -§328.50(b)
(See 58 FR 54466 at 54457 1o 54468} that the CPSC has published 2 proposed  that the product’s alcohal content

NDAC considered that alcolipl displays - rule (53 FR 24386, May 11, 1894} 10 appear on the principal display panel
zero order pharmacokinetics once a require CR packaging for mouthwask. . (PDP ). The comments indicated that the -
threshold concentration is excesdad: products, containing 3 grams (g) or mare  PDP is for the purpose of product
This means that hlogd aleohel of aleohol. FDA is not aware of any recognition. and was not de&gmd ta
concentrations. are not propertional to CPSC consideration of CR packaging for. - carry all important information abous -
the amount ingested. Thus, a small a}coh@l—@mmamm‘g; OTC drug praducts  safe pr oduct use, contending that the
Increase in the amount ingested may ~  intendeq for oral ingestion, product information panel (PIP) was
lead to.g large inerease in the Wogd 2. Ome‘-cammemtqpestimsgd why intended to. provide this information, ;
alcohol concentration, I therefore is - . gmal] amounts of alcohel ingested in The comments stated that section. 502(e)
much easier to attain intoxicating bleod - OTC drug products are considered of the Federal Faod, Drug, and Cosmetic.
* levels of alephol, because less alzokio] harmful when one 1o two ounces (oz) of  Act {the act) (21 U.8.C. 352(e)) allows
needs ta be ingested to doso. alcohol per day are recommended for the aleshal content to appear anywhere
The agency believes, thas there are ~ cardiovascular bealth in adults. . onthe OTC label. The Commments:
sufficient scientific data to suppert the, The agency acknowledges that small  mentioned that it has been indusiry
~ 10-percent alcohel limie fororally . -amounts of alcohel are not harmful for - - practice to place the aleshol-eontent in
ingested OTE drug produets intended most adults. However, for Some people  the PIP under the inactive, ingredients
for adults and thas the petition, .. evensmall amounts of alcobiel could be seciion. The Comments indicated that
procedure im §328.16fe) is appropriate - - harmful (see section LA, comments §, when consumers questien product
if there is a need 1o requestan . . and 6). Those individuals will ayoid - content, they logically turn tothe
- exemptien. s alcoholic beverages but maynotavoid  ingredient listing on, the Pip. The
‘6. Une-comment claimed that OTC drug products because of - Comments added that alechel contens:
requiring child-resistans {Cr) packaging unawareness of their alcohol content,. information on the Ppp would, -
. would be more helpful in breventing. ' The agency concludes that the Ppotential overemphasize and detract from the Pip,
" accidental averdose in children than the benefit alcoho] may have for One comment argued that including an,
alcohol content limitations Preposed by cardiovascylar bealth in some adults alcohol content statement would
the agency. The comment neted that the does not justify the unnecessary use, of inevitably decrease the: .
.Conisumer Produet Safety Commission alcohel in QTC drug products, when “conspicuousness’” and: prominengs of
(CP5C) s currenily considering this use may be harmful to'some - other language currently requived on the
" development of g regulation to.reguire individuals, : PDP. The other comment argued that it
CR packaging for meuthwashes , 8. One comment contended that is important to uge the PDP for ite
containing greater than five percent - eliminating alcohel frem producis specialized marketing purposes  _
alcohol, The temment mentioned that intended for use by children.and {produet recagnition, e.g., praduct
in response to the Continuing prohlom, youngeradolescents will net entirely name, statement of identity, and net -
of tampering with OT¢: drug products address the problem posed by contents) and to use the PIp for,
formulated ag two-piece hard gelatig, adolescents who. purchase OTC drug ¢onsistent consumer usage of QTC drug:
capsules, FDA had nat Propesed to products intended for use by adulis in labeling fe.g , ingredients, warnings, and,
simply ban. gelatin capsules but rather order to obtain Psychoactive effects directiens) for all the varigus. OFC dmg
“‘balanced the value of the hard capsule from the aleohal, Categories, The Comment added that g
dosage form to consumers againat jts The-agency acknowledges that the low alechol content is not of any greatey
continusd vuinembi}{ﬁ’rty tomalicious, final regulation will not entirely importance than other warnings

tampering” and Proposed to strengthen eliminate the potential for adulis and =~ currently required on.OTC drug
its tamper-resistant packaging regulation, adolescents intentionally to misuse OTC  products. intended for oral ingestion,
{59 FR 2542 a¢ 2543, January 18, 1984} - diug products for their aleoho] content, ‘The Comment mentioned that

The agency believes that CR The prevention of intentional misuse, consumers with:a personal inderestin
packaging could play a rols.in however, is not the primary .  the product’s alcehgl content will be,
Preventing toxic effects in infants and consideration. of thig ‘regulation, self-motivated ta read the PIP for the
young children, fram: accidental ' However, by reducing the amount of disclosed alcohol content, The
ingestion of ai@uhoi«mmtaﬁﬁng; orTe alcohol that can be consumed from QTC ‘comments noted. that a. number of otheyr
drug products. However, CR packaging drug products, the agency believes that related important warnings:(e.g., the
alone would not prevent adolescents, this regulatien, wiﬂ'd&;smm&g@f and -aspartame warning for phenylketonurics

and adults from, inmm};@naﬂy ingesting  reduce intentional misuge, : - on food produets, the: sodivnr content
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warnings, and the FD&C Yellow No. 5
warnings in 21 CFR 201.20 for certain
drugs) are not required to appear o0 the
PDP, but may appear on the PIP.
One comment also stated that there is

- no demonstrable evidence of a serious
public health hazard resulting from the
presence of alcohol in OTC drug
products. The comment argued that the
use of the PDP to disclose alcohol
content would create, by regulation, &

- negative perception of alcohol, which is
unwarranted scientifically. The
comment concluded that 0o data are
available to suggest that the current
labeling regulations are ineffective in
informing consumers who want to know
the alcohol content of OTC drug

roducts. :

The agency disagrees with the
. comments. While no specific data are
“available to demonstrate consumer

- confusion, the agency believes
consumers need to be able to readily
determine the alcohol content of OTC
drug products at the time of purchase.
The agency is aware that consumers do
not necessarily read all labeling at the
time of purchase. Prominent and
conspicuous labeling of the alcohol

content on the PDP will help consumers

10 make an informed decision at the
time of purchase. This information is
extremely important for consumers who
wish to avoid or limit alcohol ingestion,
such as a recovering alcoholic or a
parent of a young child. The agency
. acknowledges that the act allows the
alcohol content of 2 product to appear
anywhere on the OTC label. However,
the agency believes that the new alcohol
labeling requirements should prove
more effective in bringing this
information to consumers’ attention.
The agency concludes that a few words
describing the alcohol content (e.g.
“contains 5% alcohol,” 5% alcohol”)
on the PDP would not significantly -
‘decrease label readability or alter the
prominence of additional information
currently required on the PDP. Atthis
time, many manufacturers already
voluntarily include related labeling to
inform consumers that'a product is
“alcohol free.” To facilitate produict
‘comparison and to better provide o
consumers with information needed to
make an informed decision, the agency
_isrequiring a product’s alcchol content
to appear on the PDP. The agency is not
aware of any significant safety problems
with other inactive ingredients in OTC
drug products that would warrant '
_ information about the ingredients on the
PDP. ‘
11. One comment expressed support
for the agency's proposal that allows use
of the term «alcohol free” only on those
OTC drug products that contain no

“alcohol. Two comments objected to the

proposal in § 328.50(e) that the term
“alcohol free” mean Zero percent.
alcohol. The comments requested that 2
de minimus 1evel of alcohol be allowed
in OTC drug products in order to permit
some variability in the sensitivity of the
methods of analysis and detection,
especially due to the presence of alcchol

.motieties from natural flavors that are

often used in OTC drug products. One
comment argued that, due to the
practicalities of pharmaceutical
tormulation, a de minimus level 0f 0.5
ercent alcohol being labeled as
“s1cohol free” would allow
manufacturers to use available alcohol-

_containing flavors in OTC drug

formulations to provide essentially ’
wzlcohol-free” palatable formulations to
COnSUINETS who want to avoid alcohol.
The cornment indicated that the terms
“‘sugar free” (€ 0.5 g), “gadium free” (£
5 mg), and “fat free”’ (< 0.5 g), may be
applied to dietary supplements an
foods (21 CFR 101.60(c){(1), 101.61(b){1),
and 101.62(®)(1))- The comment
contended that this precedent
acknowledges that a total absence of .
these components from certain foods is
unlikely and difficult to achieve from
the standpoint of product preparation.
The comment concluded that this
approach should carry over to an
alcohol-free claim for OTC drug
roducts.

The agency disagrees with the
comments and believes that the term
<zlcohol free” should mean no (-
percent) alcobol in a product. The
agency acknowledges that the total
elimination of certain food components
{fat, sugar, sodium) from foods is
unlikely and difficult to achieve. Small
amounts of these components, when
present in foods, are dietarily
insignificant. However, the agency
believes that these circumstances do not

“apply to alcohol in OTC drug produdis.:

Restricting use of the term “‘alcohol
free” to products that containno (0
percent) alcohol within the limits of
current technology (Ref. 1} in no way

limits manufacturers’ ability to produce

low alcohol OTC drug products.
However, it does provide important and
sruthful labeling to consumers who may
be interested in total avoidance of "
alcohol for personal, religious, or

medical reasons. Consumers who want

to purchase 2 product with no alcohel
should be assured that the product does,
in fact, contain RO alcohol. Individuals
taking an alcohol-deterrent medication,

-guch as disulfiram, could suffer

untoward reactions from ingesting &
drug product labeled as “‘alcohol free”

when it actually contains a small

amount of alcohol (even up t0 0.5

percent). Alcohol free products can be
achieved, because a significant number
of OTC drug products have already been
reformulated with no alcohol. B
Therefore, the agency is finalizing
§328.50(e) as pIo osed.

The agency will use a gas-liquid
chromatographic method (Ref. 1) to
analyze products for their alcohol
content. A copy of this method has been
placed in the Dockets Management
Branch (address above). The agency
invites comments on this test method.

Reference ;
(1) Santos, J., “Limit of Alcohol Test,” draft

of unpublished procedure, in OTC Vol.

260002, Docket No. 93N-0107; Dockets
Management Branch. - .

12. One comment requested that the
agency phase in the labeling )
requirements as they apply to_
homeopathic drug products overa
period of 3 years. The comment

* contended that changing ‘the labels on

such a large number of preparations
would require tremendous effort and
expense. The comment added that this
relabeling could not reasonably be
achieved within the proposed 12-month
period. Another comment complained
that the agency is allowing
manufacturers only 1 yearto

reformulate their products when itis

impossible to achieve and prove a stable
product formulain less than 3 years.
The comment added that there may be .
no studies on the safety of increasing
the amounts of alternative preservatives,
while alcohol has a long history of
safety. - ,

The agency disagrees with the
comments and finds no basis to grant a
3-year phase in period for this

. regulation. The comments offered no

documentation to support that 3 years is
necessary for product reformulation or
relabeling. The agency feels that 1 year
from the date of the final rule is
sufficient for manufacturers o

reformulate and relabel their products.

One year has been the standard time
provided for reformulation and

Telabeling throughout most of the OTC

drug review. This timeframe has proven
satisfactory for the vast majority of
reformulations and relabelings that have
resulted from the OTC drug review.
Relabeling needed for homeopathic drug

- products to label the alcohol content on

the principal display panel can be
accomplished by the use of “stick-on”
labels, if necessary.

The agency recognizes that

- manufacturers have already had 1 year
- since the proposal was published to

conduct stability studies on products
that will need to be reformulated. They
will have 1 more year t0 complete these
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" regulation an  must mest all of the stated thatbeﬁm the m@pﬂsed&almoha}« support why, aﬂhefbaldmg Prodicts:.
labeling reguirements in. §32850, content lﬂbefmgifmfﬂs&s’f @mfpﬁm@ﬂﬁ - thatcontain SO percent: (wlv)borbal
However, hecause the regulation may alcohal content rather than total aleohol, Ingredients should be automatically.
confliet with aleohal centent ' pontent per dose, consumers vaill avoid exempt; .
specifications,set forth. iry the h{{!ﬂ@@@mﬁdmgmﬂdwﬁ om: the: ' pa S One comment stated that the QFe:
Homeopathic Pharmacopeiz of e mistaken atony Piion that a high percant drug produst Avomatic Cascar,
United: States see sectiog, LC.. comment  alcohol conent reflects a high level of - Fluidextract, whick cantai
15), the agency is temporarily. aicoh&lrmlfake.; Several camments » ‘
eéxempting erally ingested hemeopathic asse:ted—;.vthgﬁhe new: B@%FI@?"“ would
drug products from the aleakio) - Dave s significans m&ga@y:e;; eeonomie;
" percentage limitations i §328.10(b),; xmpact Oﬁ'th@'hm& industry. -
{c), and () until this josue s resolinry.  Tho copanonts stated that & fulf line.

Reference S el ;dosag&?i.f@m&usméml;ﬂmm&@ ~ be wi‘thmﬂmeespemffcati@mseﬁ%ﬁhm -
(1) FDA, Complisnes, Policy Guides Lngredients, and: toy mﬁm@u@am,, test, . the United States Pharmacopeia: -

7132.15, May 31,1988, copy in OFC Vol - repackage; and relabel all hﬂm@ﬂi’&ﬁm@ uspy . .

- 260002;-Dockst N, 93N-010%, Dackats - . drug Preducts would heve«xycmﬁy andy The: cmmmwemm&ﬁmsmﬁng’ that;

-Management Bragely, SR tim&e@nsamimg;.?urdm@;, havingte - Aromatic Caseara Fluidextract were. -
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- reformulated to 10 percent alcohol or
less, it would not'be within the . "~
specifications set forth in the USs.P.

. Aromatic Cascara Fluidextract and. -

Cascara Sagrada Fluidextract both

- contain between 18 and 20.percent .

_ alcohol (Ref. 1). The comment did not
provide any data to substantiate that

_microbial contamination would occur if

. Aromatic Cascara Fluidextract were ta

bé formulated at lower alcohol .«
'+ concentrations. Thus, the agency.does. -
ot have sufficient data or information
- to determine whether Aromatic Cascara
" ‘Fluidextract or Cascara Sagrada . o
Fluidextract can be formulated with less
~alcohol. - SRS

The agency is currently working with -

* 'the United States Pharmacopeial
‘Convention (U.8.P.C) {o ascertain ifa
lower alcohol concentration can be. .
‘used. Rather than delay publication of
this final rule, the agencywill = . .o
temporary exempt Aromatic Cascara‘ B
‘Fluidextract and Cascara Sagrada
Fluidextract from the requirements in
§328.10(b), (c), and (d). The agency will
~ publish its decision concerning the - '
appfppﬂate'alcohol content for '
Aromatic:Cascara Fluidextract and
Cascara Sagrada Fluidextract in a future
~ jssue of the Federal Register. :

Reference

(1) The United States Pharmacopeia 23—
The National Formulary 18, United States
Pharmacopeial Convention, Inc., Rockville,
MD, pp- 282, 1994

11. The Agency’s Final Conclusions on
©OTC Drug Products Intended for Oral
Ingestion that Contain Alcohol

The agency is issuing a final rule
establishing the following limits on the
concentrations of alcohol as an inactive
ingredient in OTC drug products
intended for oral ingestion: (1) 10
percent alcohol for products labeled for
use by adults and children 12 years of
age and over, (2) 3 percent alcohol for
products labeled for use by children 6
1o under.12 years of age, and (3) 0.5
percent alcoho) for products labeled for

- use by children under 6 years of age.
Further, the agency strongly
recommends that OTC drug products for
cral ingestion not contain any more than

. the minimum amount of alcohol

" pecessary for useasa solvent, :
preservative, flavor (to enhance taste), of

. any other phannaceutical pUrpose.

The agency concludes that the term
+alcohol free” should mean no (o
percent) alcohol ina product. This

- yequirement will assure consumers who
want to purchase an OTC drug product
with out alcohol that the product, in
fact, contains no alcohol. The agency
has determined that the alcohol content

_ information sh
- and conspicuously on the principal

- display panel of the OTC drug product.

_ This requirement is consistent with

“stated on a drug
.. alcohol content will also need to appear
. onthe immediate container 1abel when

ould appear prominently

section 502(c) of the act (21 U.s.C.

~352(c)). Further, because section 502(e)
. of the act requires that the quantity,

kind, and proportion of alcohol be .
product’s label, the

that container (e.g., @ glass bottle} is

- marketed in apother retail package, €-8-
_an outer box. This dual labeling of

alcohol content will be beneficial

‘should a gonsumer discard the outex

package. .
Tn accordance with the provisions

found in'§ 328.10(¢), the agency is
‘ /tempdrar’ily exempting Aromatic

Cascara Fluidextract, Cascara Sagrada
Fluidextract, and orally ingested oTC

o homeopathic drug products from the
. requirements in § 328.10(b), (c), and (d).

Additional information is needed about
the formulations of these specific
products. Rather than delay publication
f this final rule to resolve the

. outstanding issues, the agency is

temporarily exempling these products
from some of the requirements. The
agency will publish its decision
concerning the appropriate alcohol
content for Aromatic Cascara - '

- Fluidextract, Cascara Sagrada

Fluidextract, and orally ingested
homeopathic drug products in a future
issue of the Federal Register. In the
interim, these products must meet the

Jabeling requirements in §328.50.

1. Analysié of Impacts

An analysis of the cost and benefits of
this regulation, conducted under
Executive Order 12291, was discussed
in the proposed rule (58 FR 54466 at
54470). Several comments concerning
the reformulating, testing, repackaging,
and relabeling of homeopathic drug
products were received in response t0
the agency’s Tequest for specific
comment on the economic impact of
this rulemaking. The agency is
temporarily exempting orally ingested
homeopathic drug products from the
requirements in§ 328.10(0), (c), and (d)
of this rulemaking. Therefore, no =~
reformulation. of testing will be
necessary at this time. Any comments
concerning a significant economic
impact on reformulating or testing of

 orally ingested homeopathic drug

products will be addressed ina future
issue of the Federal Register.
Homeopathic drug products willbe
subject to relabeling and repackaging, if
necessary, in the same manner as other
OTC drug products that contain alcahol

and which are affected by this final rule.

The burden on all products will be the
same--the standard 1 year for relabeling
1o be done. )

Executive Order 42291 has been
superseded by Executive Order 12866.

- FDA has examined the impacts of the

final rule under Executive Order 12866

- and the Regulatory Flexibility Act (Pub.

L. 96-354). Executive Order 12866

- directs agencies to assess all costs and

benefits of available regulatory
alternatives and, when regulation is
necessary, to select regulatory
approaches»th'at maximize netbenefits

~ {including potential economic,

environmental, public health and safety,
and other advantages; distributive
impacts; and equity). The agency
believes that this final rule is consistent

© {with the regulatory philosophy and

principles identified in the Executive
Order. In addition, the final rule is not

“a significant regulatory action as defined

by the Executive Order and, thus, is not
subject to review ander the Executive
Order. : B

- The Regulatory'Fl_e:dbﬂity Act
requires agencies to analyze regulatory
options that would minimize any

significant impact of a rule on small
entities. Within the OTC drug product
marketplace, the agency is not aware of
a significant number of products that
would be affected dieto their alcohol
content as an inactive ingredient. ‘
Products that would be affected consist
of a limited number of OTC liquid -
coughscold, internal analgesic, laxative,
and homeopathic drug products. The
effect on orally ingested homeopathic
drug products is discussed above, and
these products have a partial exemption
from the final rule. Accordingly, the.
agency ce;'t,ifies,that the final rule will

1ot have a significant economic impact

on a substantial number of small
entities, Therefore; under the Regulatory
Flexibility Act, no further analysisis
required. B .

IV. Environmental Impact

The agency has determined under 21
CFR 25.24(c)(6) that this ‘action is ofa
type that does notindividually or

- cumulatively have 8 significant effect on

the human environment. ‘Therefore,
neither an environmental assessthent .
7oT an environmental impact statement
isrequired. S
List of Subjects in 21 CFR Part 328

Drugs, Labeling; Alcohol. '

Therefore, under the Federal Food,
Drug, and Cosmetic Act andunder
authority delegated to the Commissioner
of Food and Drugs, chapter I of title 21
of the Code of Federal Regulations is
amended as follows:

1. Part 328 is added to read as follows:



PART 328
INTENDED FOR
THAT CONTAIN

Subpart A—Genersl Provisions

328.1 Scope.
328.3 Definitions.

Subpart B—Ingredients

Subpaﬁ C—Labeting
328.50 Principal display
g products intended for
at contain alcohol,

Autherity: Secs. 201
505, 701 of the Federa}l
Cosmetic Act (zrus.c
353, 355, 371). .

oral ingestion

» 301, 501, 502; 503,
ood, Drug, and
321, 331, 351, 352,

- Subpart A-—Generaj Provisia

§ 32,3.1 Scope.

Reference in thi.
Sections of the Cg
Regulations are to chapter I of title 21
unless otherwise p

§328.3 Befinitiong, .

As used in thjg part:

(a} Alcoko] means

. known ag ethanol, e
Aleohol, Usp,

(b} Inactive ;
component of a

active ingredien

§210.3(b)(7) of

the substance
thyl alcokol, or

gredient means any
product other than an
t as defined in

this chapter.

Subpart B—Ingredients

§328.10 Alcohol, .

{a) Any over-
product intend
Dot contain alcoh
ingredient in con
these established
specific exemptio
paragraph (e} or (

een approved.
¥ OTC drug product
gestion and labeleg
d children 12 years
ver, the amount of alcohol

the-counter (GTC) drug
ed for oral ingestion shall
centrations that exceed -
in this part, unless a

1, as provided in

1) of this section, has

for use by adults an

in the product shall not exceed 10
_percent. ‘ : _

{c) For any OTC drug product
intended for oral ingestion and labeled
- for use by children & to under 12 years
of age, the amount of alcohol in the
product shall not exceed 5 percent.

{d) For any OTC drug product
intended for oral ingestion and labeled

for use by children under 6 years of age,

the amount of alcohe] ip the product
shall not exceed 0.5 bercent.

(e) The Food and Drug Admiristration

- will grant an éxemption from :
baragraphs (b), (c), and (d) of this
section where appropriate, upon
petition under the Provisions of § 10,39

of this chapter. Appropriate cause, such
as a specific solubility er manufacturing

problem, must be adequately
documented in the petition. Decisions
with respect to requests for exemption’
shall be maintaineq in a permanent file

for public review by the Dockets
Management Branch [HFA—SOS], Foad
and Drug Administration, rm. 1-23,
12420 Parklawn Dr,, Rockville, MD
20857,

() The following drugs are.
temporarily exemp
of paragraphs (b}, (¢}, and (d) of this
section: :

(1) Aromatic Cascara Fluidextract.

(2) Cascara Sagrada F Tuidextracs,

{3} Orally ingested homeapathic drug
products.

Subpart C—-Labe!ing

§328.50 Principat display panef of alt oTe

drug products intended for oraj ingestion
that contain alcohol, - )

{a) The amount '{percentage} of
alcohol present in 3 product shall be
- stated in terms of percent volume of
absolute alcohol at 60 °F (15.56 °C) in
accordance with § 201.10(d)}(2) of this
chapter.,

bya statement expressing the amount

(percentage) of alcohol Present in g
Product shall dppear prominently and

conspicuously on the “principal display

Panel,” as defined in §201.60 of thig
chapter. For Products whese principal
display panel is on the immediate
container label and that are not
marketed in another retail package (eg.,

t from the provisions

an outer box), the statement of the

percentage of alcohol present in the

. product shal} appear prominently and

conspicuously on the “principal display
panel” of the immediate contajner label.
{c) For products whose principal
display panel is on the retai] package
and the retail package is not the :
immediate centainer, the statement of
the Dercentage of alcohg] Present in the
product shall alsg appear on the
immediate container label; it may
appear anywhere on that lahe] in accord
with section 502{e) of the Fed ral Food,
Drug, and Cosmetic Act, : ~
(d) The statement eXpressing the
amount (percentage) of alcohol present
in the product shall be in a size
reasonably related to the mogt
Prominent printed matter on the pane]
or label on which it appears, and shall

‘be in lines generally parallel to the base

on which the package rests as it i5
designed to be displayad..
(e} For a product to state in its

~ labeling that it is “alcohol free,” it mut
" - contain no algohg] {0 percent).

{f) For any OTC drug product
intended for ora} ingestion containin
over 5 percent alcohol ang labeled for
use by adults ang children 12 years of
age and over, the labeling shal} contain
the following statement in the directions
section: “‘Consult a physician for use in
children under 12 years of age,” .

(g) For any OTC drug product :
intended for oral ingestion containing

- over 0.5 percent alcohol and labeled for

use by children ages 6 to under 12 vears
of age, the labeling shal contain the
following statement ixt the directiong
section: “Consult g physician for use in
children under g years of age,”
(h) When the direction regarding age -

in baragraph (e) or () of this section

iffers from an age-limiting direction
contained in any QTC drug ‘monograph
in this chapter, the direction containing

" the more stringent age limitation shall

be used.

Dated: March 1, 1895,
Wiiliam K. Hubbard,
Acting Deputy ¢, ommissioner for Policy.
{FR Doc, 95-8128 Filed 3-10-95; 8:45 am}
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